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IN THE CLAIMS 

Claims 1-8. (Cancelled) 

Claim 9. (Previously presented) A composition comprising a therapeutic; illy- 
effective amount of a cyclooxygenase-2 inhibitor, a ^lipoxygenase inhibitor and an 
immunosuppressive drug selected from antiproliferation agents, antiinflammatori -acting 
compounds and inhibitors of leukocyte activation. 

Claim 10. (Currently amended) The composition of Claim 9 wherein the 
cyclooxygenase-2 inhibitor is selected from 5-bromo-2-(44luorophenyl)-3-[4- 
(methylsulfonyl)phenylj-thiophene, N-[2-cyclohexyloxyH-nitrophenyl]- 
methanesulfonamide, 1 ,1-dioxide-4-hydroxy-2-methyl-N-(5-methyl-2-thiazolyl>-2H-1 ,2- 
benzothiazine-3-carboxamide, N-[6-(2,4-difluorophenoxy)-2 f 3-dihydro-1-oxo-1 H-ii den- 
5-yl]-methanesulfonamide and compounds of Formula I or a pharmaceutical^ 
acceptable salt of a compound having Formula I wh ere in : 



wherein A is a 5-or 6-member ring substituent selected from partially unsatt rated 
or unsaturated heterocyclo and carbocyclic rings; 

wherein R 1 is at least one substituent selected from heterocyclo, cycloalkyl, 
cycloalkenyl and aryl, wherein R 1 is optionally substituted at a substitutable positior with 
one or more radicals selected from alkyl r haloalkyl, cyano, carboxyl, alkoxycarbony , 
hydroxy!, hydroxyalkyl, haloalkoxy, amino, alkylamino, arylamino, nitro, alkoxyalkyl, 
alkylsulfinyl, halo, alkoxy and alkylthio; 

wherein R 2 is selected from alkyl, and amino; and 




(I) 



2 
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wherein R 3 is a radical selected from halo, alkyt, alkenyl, alkynyl, oxo, cysno, 
carboxyl, cyanoalkyl, heterocyclooxy, alkyioxy, alkylthio, alkylcarbonyl, cycloalky , aryl, 
haloalkyl, heterocyclo, cycloalkenyl, aralkyl, heterocycloalkyl, acyl, alkylthioalkyl, 
hydroxyalkyl, alkoxycarbonyl, arylcarbonyl, aralkylcarbonyl, aralkenyl, alkoxyalky , 
arylthioalkyl, aryloxyalkyl, aralkylthioalkyl, aralkoxyalkyl, alkoxyaralkoxyaikyl, 
alkoxycarbonylalkyl, aminocarbonyl, aminocarbonylalkyl, alkyiaminocarbonyl, N~ 
arylaminocarbonyl, N-alkyl-N-arylaminocarbonyl, alkylaminocarbonylalkyl, carbon yalkyl, 
alkylamino, N-arylamino, N-aralkylamino, N-alkyl-N-aralkylamino, N-alkyl-N-aryla nino, 
aminoalkyl, alkylaminoalkyl, N-arylaminoalkyl, N-aralkylaminoalkyl, N-alkyl-N- 
aralkylarninoalkyl, N-alkyl-N-arylaminoalkyl, aryloxy, aralkoxy, arylthio, aralkylthio 
alkylsulflnyl, alkylsulfonyl, aminosulfcnyl, alkylaminosulfonyl, N-arylaminosulfonyl , 
arylsulfonyl, N~aIkyl~N-arylaminosulfonyl. 



Claim 1 1 . (Previously presented) The composition of Claim 9 wherein the 5- 
lipoxygenase inhibitor is selected from (R^^^H^^.S-dimethyl-IAbutanediylJbh-l^' 
benzenediol, (Z)-5-Chloro-2,3-dihydro-3'(hydroxy-2-thienylmethy!ene)-2-oxo-1 H-ir dole- 
1-carboxamide, N-(1^Benzo[b]thien-2-yl-ethyl)-N-hydroxyurea, 4-[2\4'-difluorbiphe iy!]-4- 
oxo-methyl-butanic acid, e-chloro^^-dimethoxynaphthalene-l^-diol-diacetate, (2E)-N- 
[4-[4-(diphenylmethyiM-piperazinyl]b^ 1- 
methyl-6-[[[3-(tetrahydro^-meth^ 

2(1 H^quinolinone, N-Hydroxy-N-[4-[3-(4-fluorophenoxy)phenyl]-3-butyn-2-yl]-urea > N- 
[[5-(4-fluorophenoxy)furan-2-yl]-1-methyl-2-propyny!]'N-hydroxyurea, N-[3-[5-(4- 
fluorophenoxy)-2-furanyl]-1-methy(-2-propynyl]-N-hydroxyurea, (R)-(+)-N-[3-[5-[(4- 
fIuorophenyl)methyI]-2-thienyl]-1-methyl-2-propynyl]-N-hydroxyurea, N-[4-(4- 
(diphenylmethyt)-1-pipera2inyl]butyl]-3-(6-methyl-3-pyridyl) acrylamide, (R)-2-[4- 
(quinolin-2-yI-methoxy)phenyl]-2-cyclopentyl-acetic acid, dihydro-4~(3,5-di-tert-butyi 4- 
hydroxybenzylidene)-2-methy]-2H-1 ,2-oxazin-3(4H>one, 2-butyl-4-methoxy-1 - 

3 
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naphthalenol-acetate, N4[2-[2.[(4-chlorophenyl)thio] ethoxy]-3-methoxy-5-[(2R iiR). 
tetrahyd ro -5-(3.4,54rim e thoxypheny^2-furanyl]ph e nyl]methyIj-N-hydrDxy-^ 
urea, 2,3,5-.Trimethy|.6-(3.pyridylmethyl)-1 ,4-benzoquinone, 4,6-dimethyl-2-[(6-p Henyf 
hexyl)ammo]-5-pyrimidinol phosphate (1:1) (salt), 4-(2-quinolylmethoxy)-N-(3- 

fluo ra ben 2 yl- P henyl-amino-m e thyl-4.benzoic-acid.4-[(4-fluo ra phenyl)me 
[hexahydro-1 -(2-phenylethylM H-azepin-4-yi]-1 (2HH>hthalazinone, 3-[1 -(4- 

chlorobenzyl)-3^buty|.thio-5-isopropylindol-2-ylJ-2. 2-dimethylpropanoic acid [2 s - 
d.methyl-6-(4-chloro P henyl>7- P henyI-2, 3-dihydro-1 H-pyrrolizin^5-yl]-acetjc acid 6~[[4 
(4-chlorophenoxy) Phenoxy]methylM-hydroxy-4.methy!-2(1H)-pyridinone, 10^(3- 
chlorophenyl)-6 ) 8,9,104etrahydro. benzo[b][1,8]naphthyridin-5(7H)-on e . 5-(4- 
chlorophenyl>N-hydroxy-(4-methoxyphenyl)^-methyl-1H-pyrazole-3-propan 1- 
([5-(3-methoxy-4-ethoxycarbonyloxyphenyl)-2,4.pentadienoyI]aminoethylH- 
diphenylmethoxypiperidine, ^O-fluoro-S-^methoxy-S^.S.e-tetrahyd^H-pyrar -4- 
yl]) P h e noxy.m e thyi]-1-methyl-2-quinolone, 2-amin 0 -5-hydroxy-8-methylnonyi este •- 
benzoic acid, 3,6-dimethoxy-1,2^imethyl-9H-carbazoM- 0 !, 6«iiazo-3-rnethyU-r(i E)- 
1,3,5-trim e thyl-1-hexenyl]-2,5,7,8(1H,6H)-quinolinetetrone, N-[2-[[2.[(4Vluoro[1 r- 
bipheny|]^.y|) m ethyll-1,2,3.4.tetrahydro-1-oxo.6-isoquinolinyl]oxy]ethyl]-N-hyd^ 
urea,(2)-5-[[3,5-bis(1,1-di m ethy1ethylH.hydroxyphenyl].m e thylene>2-imin^ 
thiazolidinone- methanesulfonate salt, 4-[4.6-bis.t-buty|.5-hydroxy-2-pyrimidinylM , 3- 
dl Mro-5-methyl-2H-imidazol-2-on^ 

pyndylmethyl)-benzothiazo| e ,N-[2-(4-(benzhydryloxy)piperidino)ethy^3.hydroxy-5^ 
pyndylmethoxy)-2-naphthamide. 2.2-dibutyM ,2,3,4-tetrah y dro-5-(2^uinolinylmeth ( ,xy)- 

4.5^.hydm-l H-thiopyran 0 [2 ( 3.4^]Indol-2-yl]eth 0 xy]^butano ic acW 
[[[7-cyano-5-(3.furanyl>2-naphthalenyl]oxy]m e thyl]-2^ 
hexopyranose, 5-p,5-bis(1,1-dimethylethylH-hydroxy phenyl]methylene]-3- 
(methylaminoH-thiazolidinone, 5-[[3,5-bis(l,l-dimethyl ethyl)-4- 
hydroxyphenylJmethyleneJ-4-th.azolidinone, (S)-N-hydroxy-N-(2,3-dihydro-6- 



PAGE 5(30 ' RCVD AT 5/24/2004 6:56:05 PM [Eastern Daylight Time]' SVR:USPTO-EFXRM/0 * DNIS:8729306 ' CSID:3142314342 • DURATION (mm-ss):0844 



MAY-24-2004 MON 05:54 PM SENNIGER POWERS FAX NO. 3142314342 P. 06 



PHA4151.7 (21)16/4) 
PATENT 



P h enylmethoxy-3-ben^ofuranyi)^^ 

quinolinylmethoxy)-1H-indol e -3-aceticac.d, 2-[2,3-dihydro-1-methoxy-6-(2- 
naphthalenylmethoxyJ-IH-inden-l-ylJ-thiazole, (e-I(3-fluoro-5-[4^methoxy-3.4,5,e- 
te tahydro-2H W ran^-yl])phe™^ 

thia 2 olyl)-l^xopyr ro io(3.2J-W)phenothiazine-1-carboxamide,tetrahydro-1-ph 
1.2,4-triazin-3(2H)-one, N-II-CS-FuryDethylJ-N-hydroxyurea, N-hydroxy-N-[1-[4- 
( P henylmethoxy)ph e nyl] e thyJJ-a C etamide, 1-r4-[3-r4-[bis(4-fluorophenyl)hyd ro xy^athyl]- 
1-p»peridinyl]propoxy]-3-methoxyphenyl]-ethanone f mono[2,6-dim e thyI-4-[(1 EK>-2- 
thienyl) ethenyljphenylj-butanedioic acid, 2.6-bis(l ,1-dimethylethyl)-4-r2-(3- 
pyridinyl)ethenyl]-phenol. 2.6^imethyl^4-[2-(2-thienyl) e thenyl]-ph e no[, 9- 
phenylnonanophydroxamic acid, 4-hydroxy-3-methoxy-l ,2-dimethylcarbazole 

hydroxy.N-[1-methyl-3.(3-phenoxy P henyl)-2-p ro penyl]-a C etamide.2- P henylhydra;ide. 
benzenecarboximidic acid, 4-(c y cIohexy! methylamino)-l,2-naphthalenediol, diacotate 

ester. (2E).3-f4-(2.5.dimethyI-1H-pyr ro |-l.y|)phenyl]-N-hyd ro xy-N-methyl-2- 
P ra Pe™™de. N-hydroxy-^^ 

fluorophenoxy^H-l-benzopyran^-ylJmethyll-N-hydroxy-N-methyl-urea, methyl 2 [(3 4- 
d.hydro.3,4-dioxo-1-naphthalenyi)amino]-b6n2oate,mon 0 hydrobromide-6-(2,2- 
dimethylhyd ra 2ino)-5,6,7 > 8-tetrahydro-l,2-naphthalenedjol,5-[3,5-bis(1,1- 
dimethylethylH-hydroxyphenylM.S^-thiadiazole^OHMhione. choline salt, 5-[[3 !i- 
bis(1 .1-dimethylethylH-hydroxyphenyl]methylene]-2,4-thiazolidinedion e , 3\4',5- ' 
trihydroxy-6,7-dimethoxyflavone, 3,5,6-trimethyi-1 ,4-dione- 2-(12-hydroxy-5,l 0- 
dodecadiyny|>2,5-c y clohexadiene, 2-benzyl-1 -naphthol, N-methoxy-3-(3,5-di-t e rt-r utyl- 
4-hydroxybenzylidene pyrrolidin-2-one, 6-hydroxy-2-(4-sulfamoylbenzylaminoH 5 r. 
tnmethylbenzothiazole hydrochloride. 4-[(l E)-2-(4-fluorophenyl)ethenyl]-2.6-dlmeth yl- 
phenol, 1,6-diol. 4-(hydroxym e thylH-methyl-8-[3^ethyl-3-(3-methylbutyJ) oxiranyl]-9H- 
carbazole, 5-(3. p henylp r opyl)-2-thiophenepentanoic acid. 4,5-dihydro-5-methyl-1- 
(4,5,6,7~tetrahydro-2-benzothiazolyl>-1 H-pyrazol-3-amine, 4-[(2E)-3-(3.4- 
dihydroxyphenyl)-2.pro Pe noate]-2^3.4-dihyd ro xy P henyl) e thyl-6-0-(6^ 
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mannopyranosyl)^D.G l ucopyranoside.N-(4-methoxyphenyl>i-pheny|.1H-py ra2 ol-3. 
amine. 1-l3-(naphth-2-ytmeth 0 xy)phenylM-(thiazol-2-y|) P ropyl methyl ether, 2-N-heptyl- 
4-hydroxyquinoline-N-oxide. 4-bromo-2,7^imethoxy-3,4- P henothizin-3-one, 6-[1 .[2- 

(hydroxyrnethyl)phenyl]-l.propen.3.yl].2,3^ihydro-5-benzofuranol ( 3-hydro)cy-5- 
triflu ™™thyl-N-(2-(2^ 2- 

[(4-methoxyphen y i) me thy^ 2 g 

drhydro-6-(3-phenoxy P ropyl)-2-(2-phenylethyl)-5-benzofuranol. [[4-(4-chlorophen ,l)-1 - 
I4-(2-quinolinylmethoxy)phenylJbutyl] thio]-acetic acid, N-hydrQxy-N-methyl-3-[2- 

(methylthio) P henylJ-2-propenamide,3.(1((4<hloro P hen y i)methyl)-3((1,l-di m ethyr. 
ethyl)thio)-5(qujnolin-2-yl-methy1^xy>1H-jndo|.2-yl).2,2-dimethy|.p ro N - 

hydroxy-l4.meth y i-N-nitroso-1.pentadecanamine.2-amino^ K 4-methyl P henyf)tho]- 
phenol hydrochloride, (2E,1 1Z,14Z>N-[2,3^ih y d ro -3-(1^^ 

5-yl]-N^methyl-2,1 1 ,14-eic^satrienamide. (2E.1 l2,l4Z W 4.hydroxy.2.(^ 
yl)-8-qu.nolinyl]-2J1,14-eicos^ 

IH-pyrazol-S-ylJethenylJ-phenol^^fl-hydroxyhexyOphenoxymethylj-qulnoline 
hydrochloride, N-h y droxy-N-methyl-7-propoxy-2-na P hthaleneethanamine. methyl- >^3- 
(1-hydroxypentyl) phenoxy]methyl]-benzoic acid (ester), a-penty1-3-(2- 
quinolinylmethoxy)-benzenemethanol, N-hydroxy.N-methyl-4.(phenylmethoxy^ 

benzeneacetamide.3-(3,5-bis(1,1-di me thylH-hydroxy P henyl)thiol]-N-methyl-N-[2^2- 
p y r.din y l-propanamide), (R*, S>1-methylpropoxyH(lR,2S)-2.p,5-bis(1,l- 
dimethylethylH-h y drox y phen y i3thiohacetlc acid, ^-fluorophenyD-ej-dihydro-SK X- 
Py^^H-pyrroton^a]-^ 

5H-pyrrolo[1 .2-a]-imidazole, 2-(4-meth y isulfinylphen y l)-3-(4-p y rid y i^J.dih y d ro .[5h IJ- 
Py™W ^imidazole, 

< 2E - 4E W2-[4^diphenyl me^^ 

2.4- pe ntadienamide,(2E ) -N.[2-[4-(di P henylmethoxy)^- P j P eridinyl3ethyl).3^ 

methoxy phenyl^propenamide, (2E)-N.[3-t4-(di P henylmethylM-p ip erazinylJ Prop y ]-3- 

(4-hydroxy-3-methoxy P henyl)-2- P ro P enamide, (2Z,52,8Z.1 1Z,14Z,17Z)-N-[4-[[(2E>3- 
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(3.4-dihydroxyphenylM^ 
^hexaenamide, (2E)-N W-[(4<hto^^^ 

(4-hydroxy-3-methoxyphenyl)-2-propenamide, 2-(4-hydroxy-3,5-dimethyIphenyl)-5- 
methoxy-3-methylindole, 1 ,8-diethyl-1 .3.4,9-tetrahydro-6-(2-q U inolinylmethoxy)- 
pyrano[3,4-b]indole-1-acetic acid, 2-[(1.naphthalenyloxy)methyl]-quinoline, 1.1,1 • 
trifIuoro-N-[3.(2-quinolinylmethoxy)phenyl]-methane S ulfonamide ( a-methy1-6-(2- 
quinolinylmethoxy)-2-naphthalene-acetic acid, and 1-butyl-5-hydroxy-2-methy|.N [1-(2- 
phenylethyIH-piperidinylMH-indole-3-carboxamide, hydrochloride. 

Claim 12. (Previously presented) The composition of Claim 11 wherein the 5- 
lipoxygenase inhibitor is selected from (R*,S*)-4,4-(2.3-dimethyl-1,4-butanediyl)bi j-1 2~ 
benzenediol, (Z)-5-Chloro-2.3.dihydn>3-(hydroxy-2-thienylmethylene).2-oxo-1 H-ii idole- 
1-carboxamide, N-(1-Benzo[bJthien-2-yl-ethyl)-N-hydrt>xyLrea, 4-[2',4*-difluorbipheny|]-4- 
oxo-methyl-butanic acid, 6-chloro-2 f 3-dimethoxynaphthalene-1,4-diol-diacetate, (J E)-N- 
[4-[4-(diphenylmethyl)-1- P ^^ % 

me %l-6-tt[3-(tetrahydro-4^ 

2(1 H)-q U inolinone, N-Hydroxy.N-[4-[3-(4.fluorophenoxy)phenylJ-3-butyn-2-ylJ-urea N- 
[[5-(4-fluorophenoxy)furan-2-yl]-i.m e thyl-2-propynylhN-hydroxyurea, N-[3-[5-(4- 
fluorophenoxy^-furanylM-methyl^-propynyn-N-hydroxyurea, (R)-(+)-N-[3-[5-[(4- 
fluorophenyl)methyl].2.thienylM.methyl-2-propynyl].N.hydroxyurea, N-[4-[4- 
(diphenylmethyl)-1-piperazinyl]butylh3-(6-methyl-3-pyridyl) acrylam.de, (Ry2-[4- 
(quinolin-2.yl-methoxy)phenyl]-2-cyclopentyl^cetic acid, dihydra^3.5<li-tert-buty -4, 
hydroxybenzylidene).2.methyl-2H-1.2-oxazIn-3(4H>.on e ,2.butyl-4.methoxy.1- 
naphthalenol-acetate. N4[2-[2-[(4-chloro P heny|)thioJ ethoxy]-3-methoxy-5-[(2R.5RJ. 
tetrah y^-5-<3,4,5-trimethoxyph^ 

urea, 2,3,5-Trimethy|.6-(3-pyridylmethyl).1,4-benzoqufnone, N-[2-[[2.[(4'-fIuoro[1 1'. 

biphenyi]^-yl)methyl].l.2,3.4.tetrahydro-1^xo^soquinolinyl]oxy]ethylJ-N^ 

urea, 4,6-dimethyl-2-K6- P henyl hexy|)amino]-5-pyrimidinol phosphate (1:1) (salt), 4-(2- 
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quinolylmethQxy)-N-(3-fluoroben^^ 

fl"oropheny1)methylJ-2-[hexahydro-1-(2.pheny1ethyJ)-lH.azepin^-ylJ-l(2H> 
phthalazinone. S-chloro-^-dimethoxynaphthalene-l ,4-diol-diacetate, 3-[1 -(4- 

chlorobenzyD-a-f-butyl-thio-S-isopropylindol^-yl]^, 2-dimethylpropanoic acid, (2 [2-[1- 
(4-chlomben 2 ylM-methy^ 

th iopyrano[2,3,4-cd]indol-2-yl]ethoxyJ-butanoic acid. [2,2-dimethyl-6-(4-chlorophe nyl)-7- 
phenyl-2. 3^dihydro-1 H-pyrrolizine-5-ylJ-acetic acid, 6-[[4-(4-chlorophenoxy) 
phenoxy]m e thylM-hydroxy-4-methyl-2(1H)-pyridinon e , 1 0-(3-chiorophenyl)-6 8 9 10- 
tetrahydro- benzo[b][1 ,8]naphthyridin-5(7H)-one. 5-(4-chlorophenyl)-N-hydroxy-(4 - 
methoxypheny|)-N-methyl-1 H-pyrazole-3-propanamide, 1-([5-(3-methoxy-4- 

ethoxycarbonyloxyphenyO-a^-pentadienoyOaminoethylH-diphenylmethoxypiperidine 

2.[2 r 3^,hydro-1.methoxy-6-(2-naphthalenylmethoxy)-1HHnden-1-ylHh 
flu° r °-5-f4-methoxy-3,4,5,64 e ^^ 

quinolone,and6-[(3-fluoro-5.[4-methox y -3,4.5.6-tetr a hydro-2H-pyran-4-yi))ph 
methyl>1 -methyl-2-quinolone. 



Claim 13. (Previously presented) The composition of Claim 12 wherein th» 5- 
Upoxygenase inhibitor is selected from (Z)-6-Chloro-2,3.dihydro.3.(hyd ro xy-2- 
thi e nylmeth y iene^oxo-1H-indole-1-camoxamide,N-(1-Benzo[bJthien-2-yi-e^ 
hydroxyurea. 4-[2',4'-difluorbiphenylH-oxo-methyl-butanic acid, 6-chloro-2,3- 

dimethoxynaphthalene-1,4-diol-diacetate r (2EVN-[4-[4-(diphenylmethyl)-1-' 

piperazinyllbutyl]-3-(6-methyl-3- P yndinyI)-2- P ropenamide. 1-methyl-6-[[[3-(tetrahyd,o-4. 
me ^-2-™thyl-2H- P y^ 

N-[4-[3-(4-fluo rop hen 0 x y) phenyn-3-butyn-2.y l] -urea,N^ 

1-methyl-2- P ro P ynyl>N-hydroxyurea,N-[3-r5-(4-fluo rap henoxy^2-furan 

propyny|>N-hydroxyurea,(RH + )-N-[3-[54(4-fluorophenyl ) methyl]-2-thienyl]-1-meth 
propynyl]-N-hydroxyurea. N-r2-[[2-[(4'-fluoro[1 ,1 MM P henyl]-4~y|)methyl]-1 .2.3,4- 
tetrahydro-1-oxo-6-isoquino^^ 
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4-hydroxybenzylidene^-m^^ 

fluorobenzyl-phenyl-amino-met^^ 

l.^oMiacetate,^-^^ 

4,5-dihydro-1 H-thiopyrano[2,3,4.cd]indol-2-ylj e thoxy]-biitanofc acid, [2,2-dimeth> l-6-(4- 
chlorophenylR-phenyl^, 3-dihydro-1H-pyrrolizin^5-yl]-acetic acid, 1-([5-(3-methoxy-4. 

ethoxycarbonyloxyphenyl^^-pentadienoyllaminoethylH^iphenylmethoxypipendine^ 
2-[2.3<lihydro-1-methoxy-6-(2-napM 

fluo ro -5-[4-methoxy^3,4.5.64etrahydro-2H-pyran^-yl])phenoxymethyq-1-ethyl-2- 
quinolone, and 6-K3-fluora-5-[4-methoxy-3,4,5^ 

methy|]-1 -methyl-2-quinolone. 

Claim 14. (Previously presented) The composition of claim 10 wherein A s 
selected from oxazolyl. isoxazolyl, thienyl, dihydrofuryl, furyl, pyrrolyl, pyrazolyl, 
thiazolyl, imidazolyl, isothiazolyl, cyclopentenyl, phenyl, and pyridyl; wherein R'b 
selected from 5- and 6-membered heterocyclo, lower cycloalkyl, lower cycloalkenH and 
aryl selected from phenyl, biphenyl and naphthyl, wherein R< is optionally substitu ed at 
a substitutable position with one or more radicals selected from lower alkyl, lower 
haloalkyl, cyano, carboxyl, lower alkoxycarbonyl, hydroxyl. lower hydroxyalkyl, low 5 r 
haloalkoxy, amino, lower alkylamino, phenylamino, nitro, lower alkoxyalkyl, lower 
alkylsulfinyl, halo, lower alkoxy and lower alkylthio; wherein R 2 is selected from lov, er 
alkyl and amino; and wherein R 3 is a radical selected from halo, lower alkyl, oxo, cvano 
carboxyl, lower cycloalkyl, heteroaryloxy, lower alkyloxy, lower cycloalkyl. phenyl, lower' 
haloalkyl, 5- or 6-membered heterocyclo. lower hydroxyalkyl. lower aralkyl acyl 
phenylcarbonyl, lower alkoxyalkyl. heteroaryloxy. alkoxycarbonyl, aminocarbonyl, 
alkylaminocarbonyl. alkylamino, aminoalkyl. alkylaminoalkyl. aryloxy, and aralkoxy. 

Claim 15. (Previously presented) The composition of Claim 14 wherein A is 
selected from oxazolyl, isoxazolyl. dihydrofuryl, imidazolyl, and pyrazolyl; wherein F 1 is 
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selected from 5- and 6-membered heterocyclo. and aryl selected from phenyl, bi phenyl 
and naphthyl. wherein R 1 is optionally substituted at a substitutable positron with one or 
more radicals selected from lower alkyl, lower haloalkyl, cyano. carboxyl, lower 
alkoxycarbonyl. hydroxyl, lower hydroxyalkyl, lower haloalkoxy, amino, lower 
alkylamino. phenylamino, nitro. lower alkoxyalkyl, lower alkylsulfinyl, halo, lower ;.lkoxy 
and lower alkylthio; wherein R 2 is amino; and wherein R 3 is a radical selected from oxo 
cyano. carboxyl. lower alkoxycarbonyl, lower carboxyalkyl, lower cyanoalkyl, halo, lower 
alkyl, lower alkyloxy. lower cycloalkyl, phenyl, lower haloalkyl. 5- or 6-membered 
heterocyclo, lower hydroxyalkyl, lower aralkyl, acyl. phenylcarbonyl. lower alkoxy* Ikyl. 
5- or 6-membered heteroaryloxy. aminocarbonyl, lower alkylaminocarbonyl, lowej 
alkylamino, lower aminoalkyl, lower alkylaminoalkyl, phenyloxy, and lower aralko*,. 

Claim 16. (Previously presented) The composition of Claim 15 wherein A s 
selected from oxazolyl. isoxazolyl, imidazolyl, and pyrazolyl; wherein R 1 is phenyl 
optionally substituted at a substitutable position with one or more radicals selected from 
methyl, ethyl, isopropyl, butyl, tert-butyl, isobutyl, pentyl, hexyl, trifluoromethyl, cyano, 
carboxyl, methoxycarbonyl, hydroxyl, hydroxymethyl, trifluoromethoxy, amino N- 
methylamino. N,N<limethylamino, N-ethylamino, N-dipropylamino, butylamino, methyl- 
N-ethylamino, nitro, methoxymethyl, methylsulfinyl, fluoro, chloro, bromo, methoxy 
ethoxy, propoxy, n-butoxy. pentoxy. and methylthio; wherein R 2 is amino; and who ein 
R 3 is a radical selected from oxo, cyano, carboxyl. methoxycarbonyl, ethoxycarbon/l 
carboxypropyl, carboxymethyl. carboxyethyl, cyanomethyl. fluoro. chloro, bromo 
methyl, ethyl, isopropyl, butyl, tert-butyl, isobutyl, pentyl, hexyl, fluoromethyl. 
difluoromethyl. trifluoromethyl, pentafluoroethyl, dichloromethyl, trichloromethyl, 
pentafluoroethyl, heptafluoropropyl. fluoromethyl, difluoroethyl, difluoropropyl, ' 
dichloroethyl, dichloropropyl, methoxy, ethoxy, propoxy, n-butoxy. pentoxy. cyclohe<yl 
phenyl, pyridyl, thienyl, thiazolyl. oxazolyl. furyl. pyrazinyl. hydroxylmethyl, 
hydroxypropyl. benzyl, formyl, phenylcarbonyl, methoxymethyl. furylmethyloxy. 
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aminocarbonyl, N-methylaminocarbonyl, N-dimethylaminocarbonyl, N.N-methylsmino 
N-ethylamino, N,N-dipropylamino. N-butylamino, N-methyLN-ethylamino, aminomethyl 
N.N-d.metbylaminomethyl, N-methyl-N-ethylaminomethyl, benzyloxy, and phenyoxy. 

Claim 17. (Previously presented) The composition of Claim 16 wherein the 
cyclooxygenase-2 inhibitor is selected from compounds, their prodrugs and their 
pharmaceutically-acceptable salts, of the group consisting of 

3-(3,4-difluorophenylM-(4-methylsulfonylphenyl)-2-(5HHuranone; 

3- phenyl-4-(4-methylsulfonylphenyl)-2-(5H)-furanone; 

4- [5-(4-c*lorophenyl)-3^ 

4-[5-(4-methylphenyl)-3-(trifluoromethyl>-1H-pyrazoi-1-yl]benzenesulfonamide; 
4-[5-(3-fluoro-4-methoxypheny|)-3-(difluoromethyl)-1 H-pyrazol-1 - 
yl]benzenesulfonamide; 

3- [1.[4.(m e thylsulfonyl)phenylH4rifluoromethyl-1HHmidazol-2-yl]pyridine- 

2-methyl-5-[1-[4-(methylsulfonyl)phenylH.trifluoromethyl-1H-imidazol-2~' 
yljpyridine; 

4- [2-(5-methylpyridin-3-ylH-(trifluoromethyl)-1H-imida2ol-1- 
yljbenzenesulfonamide; 

4-[5-methyl-3-phenylisoxazol-4-y|]benzenesulfonamide; 
4-[5-hydroxyethyl-3-phenylisoxazol-4-yl]benzenesulfonamide; 

I2-trifluoromethyl-5-(3,4^ifluo r ophenylH.oxazoIyl]benzenesulfonamide; 
4-[2-methyU-pheny|^5-oxazolyl]benzenesulfonamide : and 

4-I5-(3-fIuoro-4-methoxyphenyl-2-trifIuoromethyl)-4- 
oxazolyljbenzenesulfonamide. 

Claim 18. (Previously presented) The composition of Claim 9 wherein the 
leukocyte activation inhibitor is a cyclosporin compound. 
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Claim 19. (Previously presented) The composition of Claim 18 wherein the 
cyclosporin compound is cyclo[L-alanyI-D-alanyl-N-methy^ 
methyl-L-valyl-(3R,4R,6E)-6J<Iideh^ 
2-aminobutanoyl-N-methylglycyl-N-^ 

Claim 20. (Currently amended) A pharmaceutical composition comprising a 
pharmaceutically-acceptable carrier and a therapeutically-effective amount of a 5 
lipoxygenase inhibitor, a cyclosporin compound and a cyclooxygenase-2 inhibitor 
selected from Dupont Dup 697, Taisho NS-398, meloxicatn, flosulide and compounds 
of Formula I or a pharmaceuticals acceptable salt of a compound having Formuf a I 
wherein : 



wherein A is a 5-or 6-member ring substituent selected from partially unsatt rated 
or unsaturated heterocyclo and carbocyclic rings; 

wherein R 1 is at least one substituent selected 
from heterocyclo, cycloalkyl, cycloalkenyl and aryl, wherein R 1 is optionally substittted 
at a substitutable position with one or more radicals selected from alkyl, haloalkyl, 
cyano, carboxyl, alkoxycarbonyl, hydroxyl, hydroxyalkyl, haloalkoxy, amino, alkylamino, 
arylamino, nitro, alkoxyalkyl, alkylsulfinyl, halo, alkoxy and alkylthio; 

wherein R 2 is selected from alkyl, and amino; and 

wherein R 3 is a radical selected from halo, alkyl, alkenyl, alkynyl, oxo, cyano. 
carboxyl, cyanoalkyl, heterocyclooxy, alkyloxy, alkylthio, alkylcarbonyl, cycloalkyl, ayl. 
haloalkyl, heterocyclo, cycloalkenyl, aralkyl, heterocycloalkyl, acyl, alkylthioalkyl, 
hydroxyalkyl, alkoxycarbonyl, arylcarbonyl, aralkylcarbonyl, aralkenyl, alkoxyalkyl, 
arylthioalkyl, aryloxyalkyl, aralkylthioalkyl, aralkoxyalkyl, alkoxyaralkoxyalkyl, 




(0 
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alkoxycarbonylalkyl, aminocarbonyl, aminocarbonylalkyl, alkylaminocarbonyl, 
arylaminocarbonyl, alkyl-N-arylaminocarbonyl, alkylaminocarbonylalkyl, carboxynlkyl, 
alkylamino, arylarnino, N-aralkylamino f N-alkyl-N-aiylaminocarbonyl, alkyl-N-aryf amino, 
aminoalkyl, alkylamrnoalkyl, arylaminoalkyl, N-aralkylaminoalkyI, alkyl-N- 
aralkylaminoalkyl, alkyl-N-aiylaminoalkyl, aryloxy, aralkoxy, arylthlo, aralkylthio, 
alkylsulfinyl, alkylsulfonyl, aminosulfonyl, alkylaminosulfonyl, arylaminosulfonyl, 
arylsulfonyl, alkyl~N-arylaminosulfonyl. 

Claim 21. (Cancelled) 

Claim 22. (Previously presented) A composition comprising: 
a 5-lipoxygenase inhibitor selected from the group consisting of: 
(2)-5-Chloro-2,3-dihydro-3-(hydroxy-2-thienylmethylene)-2-oxo-1H-indole-1- 
carboxamide, (1-Benzo[b]thien-2-yl-ethyl)-N-hydroxyurea p 4-[2\4 , -difluorbiphenyl] - 4-oxo- 
methyl-butanic acid, 6-chloro-2,3'dimethoxynaphthalene-1,4-diol-diacetate, (2E)-f l-[4- 
[4-(diphenylmethyl)-1-piperazinyl]butyt]-3-(6-methyl-3-pyridinvrt)-2-propenamide, 1* 
methyl-6-[[[3-(tetrahydro-4-m 

2(1 H)-quinolinone f Hydroxy-N-[4-[3-(4-fluorophenoxy)phenyl]-3-butyn-2-yI]-urea, h -[[5- 
(4-fluorophenoxy)furan-2-yl]-1-methyl'2-propynyl]-N-hydroxyurea, [3-[5-(4- 
fluorophenoxy)-2-furanyl]-1-methy!-2-propynyl]-N-hydroxyurea, (R)-(+)-N-[3-(5-[(4- 
fluorophenyOmethyll^-thienyll-l-methyl^-propynylJ-N-hydroxyurea, [2-[[2-[(4- 
fluoro[1 ,1 '-biphenyl]-4-yl)methyI]-1 ,2,3,4-tetrahydro-1 -oxo-6-isoquinolinyl]oxy]ethyl] N- 
hydroxy-urea, dihydro-4-(3 t 5^Mert-butyM-hydroxybenzylidene)-2-methyl-2H-1,2- 
oxazin-3(4H)-one, 4-(2-quinolylmethoxy)-N-(3-fluorobenzyl-phenyl-amino-methyl-4' 
benzoic-acid, 6-chloro-2,3-dimethoxynaphthalene-1 % 4-diol-diacetate, (2-[2~[1-(4- 
chlorobenzylH~methyl-6-[^ 

thiopyrano[2,3,4-cd]indoI-2-yllethoxy]-butanoic acid, [2 f 2-dimethyl-6-(4-ch!oropheni l)-7- 
phenyl-2, 3-dihydro-1H-pyrrolizine-5-yl]-acetrc acid, 1-([5-(3-methoxy-4- 
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ethoxycarbonyloxyphe^ 

2-[2,3-dihydro-1 -methoxy-6-(2-naphthalenylmethoxy)-1 H-inden-1 -yl]-thiazole, (6-| (3- 
fluoro-5-[4-methoxy-3,4,5,64^ 

quinolone, and 6-((3-f luoro-5^4-methoxy-3 1 4,5 1 6-tetrahydro-2H-pyran-4-yf])phenc xy- 
methyIJ-1 -methyI-2-quino!one; 

a cyclooxygenase-2 inhibitor selected from the group consisting of. 

3-(3,4-diYluorophenylH-(4-methylsulfonylphenyl)-2-(5H)-furanone; 

3- phenyl-4-(4-methylsulfonyIphenyl)-2-(5HHuranone; 

4- [5-(4-chlorophenyl>3-(trifluoromethyI)-1H-pyrazol-1-yl]benzenesu!fonam ie; 
4'[5-(4-methylphenyl)-3-(trifluoromethyl)-1 H-pyrazoM-ylJbenzenesulfonam, de; 
4-[5-(3-fluoro-4-mcthoxyphenyl)-3-(difluoromethyl)-1 H-pyrazol-1 - 

yljben^enesulfonamide; 

3~[1 -^(methylsulfonyOphenyq^-trifluoromBthyl-l H-imidazoI-2-yl]pyridine; 

2-methyl-5-[1 -[4'(methy!su!fonyl)phenylJ-4-trifluoromethyl-1 H-imidazol-2- 
yljpyridine; 

4-[2-(5-methylpyridin-3-yl)'4.(trifluoromethyl)-1 H-imidazoM - 
yl]benzenesulfonamide; 

4-[5-methyl-3-phenylisoxazol-4-yl]benzenesu!fonamide; 
4-[5-hydroxyethy[-3-phenylisoxazol-4-yl]b6nzenesu!fonamide; 
[24rifluoromethyl^5-(3,4KlifluorophenyIH-oxazoly]Jbenzenesu!fonanriide; 
4-[2-methyU4-pheny!-5-oxazolyl]benzenesulfonamide; and 

4-[5-(3-fluoro-4-methoxyphenyI-2-trifluoromethylH- 
oxazolyflbenzenesulfonamide; and 

a cyclosporin compound. 

Claim 23. (Previously presented) The composition of claim 22 wherein the 
cyclooxygenase-2 inhibitor is 3-(3,4-difluorophenylH-(4-methylsulfonylphenyl)-2-(5 H)- 
furanone. 
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Claim 24. (Previously presented) The composition of claim 22 wherein the 
cyclooxygenase-2 inhibitor is 3-phenyl-4-(4-methylsulfonylpheny])-2-(5H)-furanone. 

Claim 25. (Previously presented) The composition of claim 22 wherein tt e 
cyclooxygenase-2 inhibitor is 4-[5-(4-chlorophenyl)-3'(trifluoromethyl)-1H-pyrazol-1- 
yljbenzenesulfonamide, 

Claim 26. (Previously presented) The composition of claim 22 wherein ths 
cyclooxygenase-2 Inhibitor is 4-[5-(4-methylphenyl)-3-(trifluoromethyl)-1H-pyrazo|-1- 
yl]benzenesulfonamide. 

Claim 27. (Previously presented) The composition of claim 22 wherein thu? 
cyclooxygenase-2 inhibitor is 4-[5-(3-fluoro-4-methoxyphenyl)-3-(difluoromethyl)-1 H- 
pyrazol-1-yl]benzenesulfonamide. 

Claim 28. (Previously presented) The composition of claim 22 wherein the 
cyclooxygenase-2 inhibitor is 3-[1-[4-(methylsulfonyl)phenylH-trifluoromethyl-1H- 
imidazol-2-yl]pyridine. 

Claim 29. (Previously presented) The composition of claim 22 wherein the 
cyclooxygenase-2 inhibitor Is 2-methyl-5-[1-[4-(methyIsulfonyl)phenyt]^-trifluorom6thyl- 
1 H-imidazoI-2-ylJpyrldine. 

Claim 30. (Previously presented) The composition of claim 22 wherein the 
cyclooxygenase-2 inhibitor is 4-[2~(5-methyIpyridrn-3-yl)-4 ^-(trifluoromethyf)-1H-imid2 zol- 
1 -yl]benzenesulfonamide. 
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Claim 31 . (Previously presented) The composition of claim 22 wherein ti le 
cyclooxygenase-2 inhibitor is 4-[5-methy]-3-phenyIisoxazoi-4-yl]benzenesulfonanide. 

Claim 32. (Previously presented) The composition of claim 22 wherein tl e 
cyclooxygenase-2 inhibitor is 4-[5-hydroxyethyl-3-phenylisoxazoi-4- 
yl]benzenesulfonamide. 

Claim 33. (Previously presented) The composition of claim 22 wherein th 3 
cyclooxygenase-2 inhibitor is t2-trifluoromethyl-5-(3 1 4-difluorophenyl)-4- 
oxazoiyljbenzenesulfonamide. 

Claim 34. (Previously presented) The composition of claim 22 wherein thu 
cyclooxygenase-2 inhibitor is 4-[2-methyM-phenyl-5-oxazolyl]benzenesulfonamtd2. 

Claim 35. (Previously presented) The composition of claim 22 wherein the 
cydooxygenase-2 inhibitor is 4-[5'(3-fluoro-4-methoxyphenyl-2-trifluoromethyl)-4- 
oxazolyl]benzenesulfonamide. 

Claim 36. (Previously presented) A composition comprising 4-{5-(4- 
methylphenyl)-3-(trifluoromethyl)-1 H-pyrazoM -yrjbenzenesulfonamide, N-[[5-(4- 
fiuorophenoxy)furan-2-yl]-1-methyl-2-propynyl]-N'-hydroxyurea and a cyclosporin 
compound. 

Claim 37. (Previously presented) A composition comprising 4-[5-(3-fluoro^- 
methoxyphenyl)-3-(difluoromethylMH-pyrazol-1-yl]benzenesuIfonamide f N'-[I5-(4» 
fluorophenoxyJfuran^yll-l-methyl^-propynyQ-N'-hydroxyurea and a cyclosporin 
compound. 
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Claim 38. (Previously presented) A composition comprising 4-[5-methyt-5- 
phenylisoxazol-4-y|]benzenesulfonamide, N l ^[5-(4-fluorophenoxy)furan-2^ylI-1-mothyl- 
2-propynyl]-N'-hydroxyurea and a cyclosporin compound. 
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